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On May 25,2001, an appeal wu flied ok revisions made to the Cefkoxime Ax&l 
Monograph, These revisions were scheduled to beaomc officia1 on August 1.2001. 
To allow suficient opportunity to decide on the appeal, the Executive -We to 
the Council of Exptxts postponed the official date of the revision t;a September 30, 
2001. 

On August 6,2001, the Executive Committee met and upheld the decision of the 
Expert Committee thereby approving the revisions to tube Cefboxime Ax&l 
monograph, whioh recognizes the crystalline and amorphous forms of the substance. 
The Exeoutive Committee then approved a subsequent modifioation to the 
Cefkoxirne Ax&l Tablet monograph to require a labeling statement providing 
information on the peroentag;e of cry&We and/or amorphous forms in the dosage 
form. 

The Board of Trusteea has upheld ti Executive Commit@e‘s decision on the 
Cefizroxime Axetil monograph and has approved the release date of this Bulletin. 
Changes to the monographs arc ofEcU on September 30,200l. 
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Revision Recommended by PA7 
Eollowing Hearing of 7130101 

Cefuroxime Axetil, USP 24 page 355 and page 2804 of tb Second Suppemeti. 

Cefuroxfme AX&i1 (COntioued) 2. 

2COS820 @A7) 

Cefuroxirn~ Axetil . 

MS)-I-Hydroxyethyl(6RJA -7~[2-(2-fkyl)gl 
ii droxymcthyl)-S-owM= 

oxyl~~lo]-3- (Icy- 
a-I-aulbiiolo 4.2.O]act=%of1~ r 

2-mbo~ylace, 7VzKo-metbyhimo), Iwoao Watba- 

4 
msw [&54%07dJ. 

I) Cefuroxime AM1 is a mixture of the 
diastereoisomera of cefuroxime ax&l (&H&O,&. 
It con#rins the equivalent of not less than 745 p and 
not more than 875 pg of cefiwoximc (C,&I,bN,O,, J 
mg, calculated on the anbydrous basis. 

) per 

Packaging ond Storag~Pruerve in tight containers, Labeling--label it to indicate whether it is 

amorphous or czyscalline. 

DiPsrereoIsozner ratb- 
0.2 M ~Wonoba~i~ ammonium 

stand4 soli&n, Resolution 30 P 
harphate, Mobile ph@e, Inrsmal 

don, Standard prcpamrlon, Assay 
prepamiion. and Chtvmarognyrhk .rystrm-Prepare a# dfracrad In 
-ihiAsmy. 

&tmdur~-Pmcmd as dMa.od for Procaduro fn the Assqy. C& 
culato rho r&a of oeMo%!mc ax&I diaarercoisamst A to rho sum 
of the cotwoximo wedI dfastereaJtomers A and B t&on by the 
folnula: 

ptu-&$q that do not show birefkingence or 
exhibit e~~thction positions 8~13 LUTIO~~OUS, 

and particles that show bimfkingence and 
exhibit extinction positions 

continued . . . . . . . . . ..a . . . . . . . . 



. 

Cefuroxim Axetfi (continued) 3. 

a2 M IMollobaslc mnoniun, @@tare-Pissoivt 23.0 
mapubnsk ammonium phosphate in water 10 obtain 1000 ui! 

C$ 

saiulhtl. 
Mobile pb.w-Pro~are P suitabio flitcred and dsgecsed mlxwro 

of 0,2 M Motsoimdc ammopknt phos#tat~ and mtxhanoi (620: 
urltncnts if neces!iaty {see Sj~tam Suirpllllly under 

(62Aj). 
slartdad solullo~P ra a miudon d acetrmiiido In 

methanol containin 5.4 mg per m 
B 

T , 
Resoh&h roluf on-In a SO-mL vobtmettle flask, mix 10.0 mL 

of n solution of USP Ccfuroxitno Axctit RS itt malhano1 contatnln 
1.2 mg par mL 5.0 tnL of lnrrmal sfarrdard tduln, and 3.8 ml! 
of a solulion of USP Ccfittoxime Axorli Delta-3 lpomcra I29 In 
qwhauoi containing 0.16 m pi mL,. Dike wirh 0.2 MMof#okk 
umJnon&wl JJhOJJdhd6 to vo urn4 and mix. f 

iIllS-& 
SW&~& repafw~ow-%ansfar ahout 30 m of USP Witfor- 

acouratoiy wd htxl, co a 2Sm 
d%ssoJvc in m&lumol, dbte w tb ‘f 

f v~iutnouic flask 
methnnoi to volume, anti Mx. 

ikwpti warsfew IO,0 mL of Ihir solution to a SO-I& voirlmettic 
Rbdc &I SO mL of inrcrnal rtnndord solurioh and 3.8 mL of 
trat&cek dilute wJsh a2 M Monobrttic -turn 
vdupr; and mix. [N-Use this Ahdad prapanrrr P 

bphurs q 

w temtc and use on lhe dsy pteparcd.] 
on promptly, 

Amap prepamHo~--%n+r ibour 30 
to aZS=mL vctlutnetric flask, dissulvt fn mo 2 

of cofitro%imE &til 
anol, dlltttr whit melIt= 

anal to volume, and mix. Pmmpcly tranafer IO.0 mL of thtr ~olutlon 
to II SO-n& v0iumeu-k Jiaslh ati 5.0 mL of haramal sdud rfb 
&nclon and 3.8 trL of metJmnoi, d&to wltl) Q2 M Monobdc am- 

tive retention rimes an.? about 0.4 for scetsni#de, 08 for colbroxlme 
axefii dis~wcohomer B, 0.9 for c&oxJmd PxetiJ dlastarcaisomdr 
A, ad 1.0 for cebxime axetil deice-3 isumtn; the reao!uU 
between cafutoxlme uxaril diaskxaota~ A and B 1 not lost t Yl 

R, 
an 

15; and the re~olutioq 8, bctwten oafuroxitnc sxetiI dlaskraolo- 
mer A and oefbro%~ axelii delta-3 isomer8 ia not less lhpn 1.5 
Chmmat~raph the Srundanl 
sponscs as diwt%ed for P roouf 

ivlpurarlon, dnd mcord the peak re- 
crrb; lhe celumn afieioJ%ey is not h 

thho 3000 lheoreticai plates when meawrad using the cafumximo 
Wf! disutc~i~tner A m and the t&dve shtndorS dwlarkut 
for mplicalc injecdonn is not more than 2.09b. * 

Proc6dur6-Sopamtoiy injeot equal volumes (about 10 p.L) 0C 
the Srdrrrrl prqwmrion end lhs w prtpa&on into the chto- 
matograph renord the chromslo rw, 
fix lhe mnjor peaks. Caicuiaut R” 

and mensure the responsea 
t a qusntity, in pg. of o&roximc 

(C,JJ ,N,O,S) In cooh mg oP Cefbtrxdmt Ared taken by the 
tblmu\s: 

‘(WY/ WJ)(P,/1oO)(MO - M(Ru/R& 
ln whiolr IV* is the wdJJhht, tn mg, of USP Cuhrox~me &tail RS 
u&en to prepant the Sronlrd pwpururlon; W, 3s rho wcrlghr, in rn#, 
of CeAWoxime Axed1 t&on to rc are the Assuypreptarcthw; Pa 16 
the de&new! cefuroxime (C & &,O S) contenl in fig per mg, of 
“‘wxhydrtws LISP Ccl’oroxf ma”k&JI I&#; K Js thb) phurctruage wntor 
cont&nt of USP Cel’umxima Axctii aS;, ond RU and Bs are the 
trios of the sum of &o peak rospenw of the oet’uraxima nxetif 
dJW%feoibomcrs A and B to the peak reaponY of the intama~ Ran- 
dard oblaincd from the Arsrry prquwur(on and lhe SIMdanl prqb 
umh. re~ffitiveiy. 
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Revision Recommended by PA7 

FoUowhg Hearing of 7/30/01 

Cefaroxime Amtil Tablets, USP 24 page 356 and page 3203 of the Fourth Supplement. 

Mm 0.07 N hydrochlorio ecfd; BOO mL. 
Appuranu 2: 55 rpm. 
73ms: 15 and 4S minums. 
P?uC&m-DC~in8 ch8 amonnt OP cefurolrilne (C,‘H,‘N,O&s) 

$ssdvsd by employln~ WV sbaorptlon at ,@ wavelbngrh of tnnx- 
twm nbsohnoo at about 278 nm on BItered potdolrs of the at+ 
lution under to% suitnbly diluti with Dissofvrlon Ahdium, ii me- 
eswy. ia comparison with e Stedtud ooludon having a kmm 
conconmtiun of USP Cefuroxlme AMI RS, eipivalent to about 
$OAOM2 mp of uefuroximc (CI$I,,N,O,S) px mL, In the same 

Labelin~Th~ labdii indicates 
whether the Tablets aonti amorphous or 

UystalIiw tz!efbmxime Axea. IfTablets 
containadxtumof amorphousand 
crystalline Cefbroxime &et& label to 
indicate the percentage ofeaah contained 

--. ..__ 
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Cefutoxime Axetil Tablets (continued) 

accurately tiunrcd. Ttonsfor rhc powder, wilh the aid of nlclhunol 
to B volumetic flak of such capnciry that when fillsd to volams 
the rolud~n will amain the equlvolen: of @our 2 rn8 of oefumximc 
(C,,H,&,O~) per mL, Add Whonol to 111 the volumcm;O Oank u 
about half of it4 upacity, and shake by mcctumlca~ moapnJ for abou 
10 minutes. Dilute wilh m&M co volumf3, and mix. Putcv a par 
tton of thlo stock mixture, and mnsfer 5.0 mL oP lhe filtrate to I 
SQ-mL volumotrlc Fisk Add 5.0 ml, of lntqwd zrandurd zolutiut 
and 8.8 mL of methanol, dilule wirh 0.2 M Monobasic otnmonh 
pkqpharo IO volume, and mix. NOTE-US~ tbio &mp prqarurlot 
pmmprly or rafrigerure end WJ on slu dqy prepaid. 

~roEcSllrp--~rocta~ p9 drocted in the ~ssrry tier c 
Azedf Calculnta tht qua&y, in mg, of oefuroxirnc (Ccv lP 

t~hnr 

30 which Y is rhr: volume, in mK., of the volumetrio Rask used K 
lwqtas~ lk mck mixcurt; N is the nomber of Tablets u&an: nti 
the cuber terns ore M daned therein. 
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